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i^m^-^-] YAM033273P 

immmwf^^m] cm 15/00 

C12Q 1/00 

[^mmtmm\ 'MMw&m^/hMM 1 - 1 - s w^^^mm^'^^w^ 

000006677 

imSlJ#-^] 100090251 
[#3S±1 

CmSlJ#-^J 100089200 

l^et Thefts A] 

[^SIJ#-^1 100098501 
[#SI±1 
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#M2 0 0 3 - 1 5 2 9 1 7 A ^-v^ : 2/E 



m^m-^] 100109357 

I#il±l 

i^fm-^mm-^] oi78i3 
mit^m] 2i,oooR 

mmm i 
[%#^] mm 1 
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^ #02 0 0 3- 1 5 2 9 1 7 ^ ^-i^ 
[^m<r>^m ^ ^ C Y P 1 A 2 itfST-^M 

[m^]^ 2 ] 1 tciBm<^:^Stc J; 19 ^tf'fti^jii^:*^.^^ X T- ^ 

(1) mim-^ix-m^*i^m.mmmKisif:hA o 5mBizmm-r^m.&^^^ 

(2) SB^J#-^l-C^$*t^:^^iB^J(Ci3tt>2>4 0 5^Eizm^i-^^^-^^ 
IIDNA. Rrf 

(3) (1) ^L<it (2) CDP|S«iI-e*^. 1 5:^»m±3 0:^*Jli]LTO-2^ 
MDNA 

^^h^j::hmTb-^hm^^fL^. 1 smSJUJLJiS 0m3SJJlT<O— :$:mDNAo 

[fs^:^ 5 ] ie^!i#-^ 1 4 3t {i 1 6 x-m $ ^^^&mu^ ^ ^ . W^:^ 

[0 0 0 1] 
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2/ 



—^^^m (single nucleotide polymorphism ; J^T, SNP t^.-t^) 
[0 0 0 2] 

[0 0 0 3] 

AP4 5 0 dilTCYP ; cytochrome P450OR&) tmtKX\^^ho CYPJi^ 

^*^*;5 0 0 0 0 {im<DT ^ ym<r>5^J-^^^i^ I 0 0 t-f^t^^^s 0 om(D 

^')\^~f^^'yyr<^)~tLx/h6^m-r^o -oo-jr^v-tc, -omjio 

•9-r7T^ ';--:$^^^^§(±T;^-7T^!y hjlIItC-t-.S (^^x.f^. CYP2A. C 
YP2B. 2^CFCYP2C) o Htc. — •^<^i^'/•7T5 ';-F«g<^:^i!c<^^^S{i 
^ ^^0;g:mtCT9eT^^^AtL^ CYPlAl) o m^<Dt^^ 
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^ #M 2003-152917 ^ ^-Z^ : 3/ 



o 

[0 0 0 4] 

^ C Y P LXi>>kmKm {^-AHZ^ fL^^^ho < o>6-(7> C Y P 7 r 
^ U-}i^5^=fc^n-^>ir^#tc j; OI^5e$tLTV^^o CYP 1 A IS-O^CY 
P 1 A2 m^ffXm) > CYP 2B 1 1 mm^-Xn^) . CYP 2 C 2 1 

25:?^XYP2C4i (##m=:tm3 5 ) . cyp2di5 mm 
. CYP2E1 mmvf-xmi) . iSLmzcYv za \ z^xfcY^ 

3 A 2 6 8 l^Xf^^mm-:m. 9 ) n - Ki-a^3l{iSI555'itf5^fiBE 

V-A (open reading frame ; mT> ORF^^^^i-^) ^-^tf^K^J^^^^?^ 
$tL-CV^^;6s\ C YP 1 A2 tcML-Cfif|5^@e^Jt75^^f>;6^t::^oTV^^v>o 
blci5V^-rCYP 1 7t5 ';-tiAi:B<^z:oo-9-y7T^ i;-76^2b'So 3-^ 
^)V:nyyYVZ^rj:}f(o^^^:^^m^itim'^2, 3, 7, S-xhy^^nn 
i/^>V-p-v^^v>' (TCDD, ^-f^f^v:^) ^^t?SI^$tL.5>^^@ 
•Cab^o C YP 1 ^ V-{iCYPc7)4'-e*^>^0|i«5&^i^^$tLT:feJ). t: 

t>tbxm^> mmwfxmi 0) o 

if-:r;v::^ttc*3v^TC YP l A 1 tmii^UM^Ht^hmm^m^fixy^^^Tb^. 
JiTIiit'{i|&mtTv^)5:V>o CYP 1 A 2 imm<r>^K^m.LX^y) . ^JifMCY 

pcoi^7 4%^,^ie);s» iwmm'-xWi3Rxf$¥mn:scmi i) o 
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^-v: -4/ 



10 0 0 5] 

<7)mit. ^ii^MKm-t^cYFmmi^<7)—m&^m (snp) iz^i^itmm 
mii)mi(>ii>fi:hmm:fym^fix\^^:6 mmffxmi2) o 

[0 0 0 61 

lihCYPlA2<0SNP t?{i. m^^±Mmi^i'^^-3S5SG>k S N P 
1:;&CYP1A2*1 CS.tM64C>A SNP^^D>SCYP1A2* 1 Flc^sv^ 
X. CYP lA2<D^mMibmr-t^t\^^dWi^if)^^^o L:;&^L^:6^«b. -164C> 

^jiMMK'^^^^xittfzyfmx^^h (##K^:s:mi 3. ^#i^^:fcmi 4. Rmm 
f^xmi 5) o 

[0 0 0 7] 

SNPti. C YPlci3V^Tft^>^SfEtc;^lt$tL-rv^^;{>^ CYPi^H^^^^X 
{i^«^^3IIS#'e<0^^^>#-v>o >'p{^;V^S^m (thiopurine S-met 

hyltransferase ; &rf. T PMT t^^-f^) tiv^ < -Dis^<D^-^'f'') >9^m^<^^ 

^Oi^v^#;6S8 8. 6%. I'^c^^id^l 1. 1 %> :2iCF1g:V^#;65 0 . 3 
^ o jL/^-y:^ (Evans) 6-^;V:^y:/hy;>l'J:0 ,%itOillJfiL3t^i> «r 

LT^rSifiL^m^OTMP TOilfei^^^^L> ^^fStt'^rM^^-^'E) J: 9 ^ 
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r^>'mm^t:^0^.mmmm*^3'D (TPMT*2, TPMT*3A25.r/TP 
MT*3C) ^^i-^Zt^mh:f,^tLfz mmf?:Scmi 6) o ( 
Salavaggione) hit, ^mz4 PUT l,zmLX i>0mm^mtLfZo 

o 

[0 0 0 8] 

tfz. mW^S^-e^^PH^^yN-^g (P-glycoErotein ; mr. P-gp 
t^-r^) K-tSMDR 1 (multi drug resistance) itf^^trti. t: h 

tc^^v.TV^<o>6^0SNP,5^^^^§tLTV.^. 4^7^^-^^ (Hoffmeyer) P>(± 

t=£-#^Lfc imm^XmiS) o ^l^-r (Mealey) ibJi, '4'M0mtC;fent^ ' 
-^^uyyf Kmtn:^tf«T-f^N^^i^^><7)3i;^;;^^^ftOj^v>{i, md r lit 
fs^frc-^ -7 A V 7 h ^^Mfrc J: o T?I $ tL^^^^P - g p i ^ 

[0 0 0 9] 

^^immmKm^-t^4 ^mm:(osiivx{±, ^^-)vyz^ (Pauison) ^,75^ 

mm±^:r.^:^7-y:^ ^ r . ^ ^>^-^^«^f ^ (extensive metabolizer ; i^JlT. E 
Mi:|§->1-a) ^2^CFrr- . ^^.le^^^f^ (poor metabolizer;J^JlT. PMi: 

mf^-xm2 0) „ 

[0 0 10] 

'BT (Miyashita) hit^ ^ ^ *i^J^:^'r^'-^IwmWmx^^ 4 -->^ 
n^^v;i.-l-jc-^;i,_7_^^;i,^.,; [2, 3-d] \£V<P>-2 (1 
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^->^: 6/ 



m (Azuma) « 7 - ::^=f^>T-fe^;V3 'J V-ty^^-Tnf^;^ h-C^ 

G T S - 2 1 <0 e- ^^;V:fetcibnt^'ft^tf«4'J&Etc1H#:M:&^^ D;5> C: i: -S: 

i^trv>;s, (#^#^:fcife2 2) o 

~m (Mise) m (Azuma) ib tmUK. C Y P 1 A<^l&m*^l3 J; oT 

tiL^>yvT-b*lf >^T>^3'-X b-e^bSAC-S 9 3 3 <D\£-'^)i^±M^^ 

-r^cYP<?)SNPtcM-r^ m^=f-wmx<Dmm ^ ^ ^ 

[0 0 11] 

-cj . m2m., mM'fk^iwiA, 2000^10^, p. 9-19 

nmim, \±<omm^\ , mu. m^mm, 1959^9^, p. 179-18 

7 

• 7tv— nnv?— (Molecular pharmacology) J , 
(T^';*) , 1990^, 1138^, p. 644-651 

yi^7>, (Archives of biochemistry and biophysics) J , (T>>fV:*) , 1990 
^, 11281%. p. 106-115 

V ^ • sKU • T > K • "T-^ ;^ jJ^i^'v' a > (Drug metab 
ol ism and disposition) J , (T^U*) , 1998^, ^26%, p. 278-283 
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^-v: 7/ 



V ^ (Archives of biochemistry and biophysics) J , (T^V:*) , 1995 
^, ^319^, p. 372-382 

7 ] 

r K V • p< ^ sK'; X A . T :^ K • •T'-f ;^ sK>^'> a y (Drug metab 
ol ism and disposition) J , (T^V:^) , 2000^, Il28^, p. 981-986 

\fMit^X'^ ' \ ' f'^^'^V ^ViJ 'Ti^ ^ (Biochimica et bi 
ophysica acta) J , (T^U*) 1991^, 111088^, p. 319-322 

9 ] 

p<>'^;i' • -fe^tfjt- — T"'f ^7 V 7s (The journal of pharmacology and experime 
ntal therapeutics) J , (Tp^V*) 1997^, ^283^, p. 1425-1432 

w^m-xw 1 0 ] 

Tj , m2l^, MMit^mX, 2000^10^, p. 19-20 

mmw^-xm. 1 1 1 

r-tVe^^-T-'f (Xenobiotica) J , 7) , 1996^, l|26 

p. 755-763 

mmn-xm 1 2 1 

ryj — ' iju^ (Warner Kalow) , ^^yVT. • ^^-Y- (Urs Meyer) 
, l/-f • 7^^ (Rachel Tyndale) ®, WWX^W., \yT--^:n 

yy^^T. 2mBoMmtm<omm\ , miu, y-^j^ y^^, 2002^12^, p 

. 29-43 

mm?xm, 1 3 1 

r-if • ~J^^^^ — X • iry^io)V ' ^-r ^ - (The Japane 

se biochemical society) J , (H^^) , 1999^, 0125^, p. 803-808 

m!i^m^:m 14] 

(British journal of clinical pharmacology) J , {4 7) , 1999^, H 
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#M 2003-152917 ^-i^ I 8/ 



47^, p. 445-449 

mm^:icm. 1 5 1 

r^.T — ^-^^ (Pharmacogenetics) J , (Tp^U*) 
, 1999^, S9%, p. 367-375 

[mmw:k:m. 1 6 1 

rj , m2fk, mM'ffc^l^A, 2000^^10^. p. 141-155 

i^mff^:m 17] 

r"7T— ■7n>?i;7-.T-'f (Pharmacogenetics) J , {T ^ V ij) 
, 2002^, ^12^, p. 713-724 

m^wxm 1 8 1 

ryn vT'^f • ^e-:/ • -9-* • •^->3'f-;v • T-^t^^ - • • -9-^ 
JO;^ • :f 7' • -tP - X -f y K • Xx- b • ^"T' • V :^ (Proceedings 

of the national academy of sciences of the United States of America) J 
, (T^';:^7) , 2000^, ^97^, p. 3473-3478 

l^^W^:m. 1 9 ] 

[y T—-rzt~y^jL^^'T ^ :^ (Pharmacogenetics) J , (T^V:^/) 
, 2001^, ^11^, p. 72-733 
m^n:m2 01 

[h"7y^'j^^ • T > K • T'^f X .1^°v v a V (Drug metab 

ol ism and disposition) J , (r^'}iJ) , 1999^, 1127^, p. 1133-1142 

mi7mB^mmmm^^^^^'::^i'-^} , (b:^) , 2002^, 

20PE-46 

mmvfxm2 2] 

[Vyy^r. pi:5^sJ^i;XA • TVK • 7T-V3^;^T--Y (Drug 
metabolism and pharmacokinetics) J , (0^) , 2002^^, p. 75-82 

m^m:^m2 31 

r^llHiy-;^ • Tp< V • T^^:^^:^J^y^:^ • ^--r-Oi?^ 



ffiiE#2 004-3058967 



^ #M 2003-152917 
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(11th North American ISSX meeting) J , (T^Vij), 2002^, 304 
[0 0 12] 

. jE-^^^itmmti^n^m (em^) . xa. mmitmrnM^m^m (Fum 

[0 0 13] 

i: L-C4-vi^n^Jpv;l/- 1 -a^^;v-7-p{f^;VtfV K [2, 3-D] ifV 
^i^>-2 (IH) -:i->^MML. ^ (DEUmRX/PUm^^^ir ^4 ^CY 
P 1 A2<^SNP=£r^5eL> FUMX-it, ^mW^izX^. CYP1A2<^0R 

J: J)lifl5SNP<^fiSOiS^iJ^mmi-;?)m^^:^i* (as P-P CRS:!^tF^'f 

K [2, 3-D] ev^>^V-2 (IH) -:^>«:^-^L/iEMS^:Rt>'P 
5 Mtco v^-C Huia S N P M^Oie^J t > P M^T'tiv^-f ^mW: 

y-fu y^y^§LX.'f\ZCYF 1 A2 ^3 - F-f-SjifE^^* LTV^^ CI ^ =Sr?im 
[0 0 14] 
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[2] [1] %m.(r>-yjmz-)^'()mm^m^m.-ffi^^^7-y::^>{':r ' ^^^^^^^ 

?-#M*^"f-^ 'f5?CYPiA2 )t<gT-<^>fe b < {ir v-^-fe 

(1) w.'^m-^ixm^fi^^^w.miz^n^ 4 o s^am^-r^m^^^.^^ 

. -^^0 4 0 d^EKm^-t^^^T^i^CXii)^^ 1 5j^*J^Ji3 0:^*mT<O— 

(2) @e^J#-^l-e^$^a:^^@^^J^C*5^t^4 0 5#@tl^^i-^:^»«r'^.i^ 
. ^(D4 0 S^UKmm-r^-m.&Tb^TX;^^^ l 5:^*m±.3 omsj^To—^^ 
ilDNA. 

(3) (1) ^L<{i (2) cO>fBMMT*^^> 1 5m.&iik±3 0^miikT<7)—:^ 
ilDNA 

[ 5 ] @e^j#^ 1 4 xit 1 6xm^ ix^mmmnTi^ h^^^. [ 4 ] %zm<n>—^m. 

[0 0 15] 

[A] 2|s:^ig<^ttm::^^:5.t^'f j^^su:^^ 

:^^?^<^^i^ffi:^^^-e{i> >r ^ "b^m^^^^f^ ^ c y p 1 a 2 stfs^oll 
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^^5K9-r-r- (EM) X-$>:hi)\ Xlt. T'T- • ^ tJ^'i^'^-f •^f- (PM 
[0 0 16] 

1. ^<Dmm.^^tfpm-<Dmm 

I^O . ail, XfiMS^?:^^^ tTMm-r^Cli:;&*-t?|;^o mmM^tLx 
[0 0 17] 

hfz-mnM.i}-^h'^'^\z^^^x^]sm^5^mrr^o ^v^-e, nh^tz^^sLmz-zru 

7-^i--^YitYTzy)vmWi'rY')^2^ (SDS) ^1iW^Xd^y^-^i7^^^^ 

(RNA'Ir'^tp) =&#^o RNAii. '^^^tClSCTRNT— t'lC J: 0 l^^t"'?) «1 

WXM^<Ol^^ [^Jx.{f. Sambrook, J. et al. (1989) : "Molecular Clonin 
g : A Laboratory Manual (2nd Ed. ) "Cold Spring Harbor Laboratory, NY] 

llTlKODNAJSffi^'y h^^^Jffltr^fd^ii'b'e^^o t/c. ^^-C^ttffi 
t/i-f^mRNA^^-fj cDNA^^^t^ st^Ei^#M<0^ffi ^ ^ t?# 

[0 0 18] 

2. it<5^^#-M<7)^ai 
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[0 0 191 

(1) RFLP mm.mmmmwf)^^^m) m 

(Dm^. (a) DNA^mmmmx^m^. ^-^yyu y y^^oif^t, (b 

^i^l■/■zi><D) ^mtL\^^o tfz^ (b) (Dljmxm^^^hfi^F CRy'v -(-^-t 
LT(i. #MI$f£^^tr^O. 0 5-4 k bODNA»f>T-Srliii>§-r'2>7t*i><^. 1 
5-3 OmmotV rTp?^ l^:^-^ K^&^^ft Lv^o 
[0 0 2 0] 

(2) PCR-SSCP (-2^$IDNA]^^«it#-M^S#) ft 

PCR-S SCPfeii. ilf5^^#M§|5&^^tfDNA»fM-=&PCR-ei^i|i5^> 

igt^ftL. m^^siiciJ). iSi'^mm.(Dm^j:^ i^muNA^r^m-t^^m c r 

/NM^^-T-^^-y rJ'X (Biotechniques) J , 1994^, ^16^. p. 296-297 ; S.t>' 
[^^^tT'^^ y^:^ (Biotechniques) J , 1996^, ^21^, p. 510-514] 

:$>^o m^^0'm<DmMi^x^. i:^mDNA<7>^W}mmTbm^j::hfzi(>. 

mtir:hfzisbK. i^i(>^mu^<Dmmmmiimm^fix\^^:hDNAmrA-^. pc 
R<7)m<DmmDNAtLx. ^m^m-tmrnzm^^^^t^mtL^^o pcRit 
mm^'7^-7-tLxti, 5' ^i^^mytmmLfz. 0'm^ut:^tfm5 O'-b 

0 0 b p<DDNAWr)n^mmir^fzi(><0. 15-3 O^^cOtV =t^^U:^i^V 
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[0 0 2 1] 

(3) ASO (Allele specific oligonucleotide) "TV ^-f -If- v 3 

: melting temperature) KmCfzmW^^ff^^^^^ #M^^m C^:^ 

; 4 y^'-'f-l^3i-)V ' • • ^ V^-^JI^ - ^^:^hV- (Clinic 

a chimica acta; international journal of clinical chemistry) J , 1990^ 
, ^89^, p. 153-157] X-^^o rn-rhLT(i. 1 5~2 5^^m<D^ 
mir^}^^^\y:^^Y {i^^-f-JU^n^fzibKlt^ yz^:^r^VV-'f. 

[0 0 2 2] 

(4) h v-iJ'J^^^;^^ 

[ [^^4 ^ :^ (Biotechniques) J , 1991^, ^11^, p. 246-249] 

tf^O. 0 5-4 k bCDDNA8lfM-^iii|®i"'l>7^wie>0. 1 5 ~ 3 0:^*O:t V 
50~300p?i^lx:t-^ K^^g 5 ' t^^H^t)^® ic^fa^f^ 1 5 ~ 3 
[0 0 2 3] 

(5) ASP-PCR (Allele specific primer - PCR) ^ 

FCRtrii. iJMDNAl--7°9^-T-:^?T^-;VL^v:m, DN A=i^' V ^ 7 ~-fe* 
tcj;0 5* 5K^1il;^^P>3' *^iiltc*B1imDNA;e>5'^^$tL^o 7'9-r"7-<^3 

■A^'^mi'^J^^o ASP-PCR?*{i. -eos' 5K^:^^;6^^{±ltJ:9 t-r^^ 
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(Nucleic acids research) J , 1991^, 019#, p. 3561-3567 I RZ>^ [^^U 
y( y ^ ■ Tiyy Y • V^-'f- (Nucleic acids research) J , 1992^, ^20^, 
p. 4831-4837] T^^o C10:^^'CfflV><b^;|, P C R -/^^f — 3 

' ^t^iiz^mmii^^iimir^ x o izmf^i^fz. 1 1 < t*. 1 5 ~ 3 om^o 

tV=r^^Uir^h*T^i). ^>9-:^{±. Sf*L<}±> ^-M^^^jS^^) 0. 0 5- 
2 k bSJg^tLfcgP^Ol 5-3 om*<^^U =f^iJ^ V:^"^ Kt?*^o 
[0 0 2 4] 

( 6 ) ^1iMMB.^W.V)\^M%^W} [Denaturing gradient gel electrophoresi 
s (DGGE) ] j* 

t^^'^ [ P^M:t7^^5^^>7 (Biotechniques) J , 1999^, ^27% p. 10 

16-1018] -e^^o ^T-ur^-fvy ^ mWi^^MtsK^fi^^ y)^mMMMi 

. 0 5-0. 5 k b<^DNAifM-=Sriii|i-r-2>y^ci6<0. 1 5 ~ 3 Om*<^:t U 

[0 0 2 51 

(7) RNT— IfAW?* 

RNT— IfA (RNA^ji^^m) 22^^RNA3l{iRNA/DNA3 >y 
1/ y iJ' X =^^^-^1^, i:$:M<^RNA<7)<^^55iif '?)#tt^^i-'5.o tJ^oT. # 
M^ISf^'^-^tfDNAif^t^FCRiiililL/cm. T-T V b -y^^at/cRN AT^D 
-■r=S:^ ^teLTl2^II(CLfcDNA»fM-t/N>f rV^^X^-^, RNT— b*A 
^m^. nM.mi\zX,\)^'tfi\t. ^MMt^^'f rU^5^-fXL/c:RNA■/^- 
7'{±^;^•7•y^S|5^-e^»f^tt-5)fz*^). 2 2^:co/^> K^: tr^ffi-t^ifc^^-e^ 
^ [ r-7*'f • T> K • -fe^W • >'^^:tnv- (DNA and cell biology) J 
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, 1995^, mum, p. 87-94] o ^(D^j^-Cm^^^fl^RN AzfrJ-rt LXit 
[0 0 2 6] 

(8) it^mmm 

. m^^m L . "7° n - -Jj- ^ X7bm ita-oX $ tt^^ ^ 

^ \.f'^^v^'r^=-v^7. (Biotechniques) J , 1996^. 021^, p. 216-218]o 

c:<^:^^&-efflv^ibtLSPCR:/^^*7-{i. #-M^^^#tf^o. 0 5~4kb 
<r>TiYkkM¥\^n^'thfz^<r>^ 15-3 om*<o^'; rrp?^' V:^^K75^t L 

[0 0 2 7] 

(9) DOL (Dye-labeled oligonucleotide ligation) ^ 

>k>-)5^ [ ry^' A • ';-9— ^ (Genome research) , 1998=¥, 118%, p. 549-556 
0 5-2 k bODNA»f>T-=&iii|'l-r^7tie)<?). 15-3 OJ^&<^:^U V^t" 

[0 0 2 8] 

(10) Ta qMa n PCR^ 

TaqMan PCR^fi. ^^^HsLt^cT 'J ^^'^ ^ ^'^■^ K ( 

Ta qMa nT'n-:/) ^ T a q DN A^i^'U ^ 7 --fe'^:: i ^ P C R ^^IJffl L/i:^ 

Genetic analysis: biomolecular engineering) J , 1999^, 1114%, p. 143-1 
49 ; — ' ■^'f ' ^ ^) • ^ n/^M :^-n v— (Journal of 
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clinical microbiology) J , 1996^, |I34#, p. 2933-2936] T^^o ^(D^J 
mx-m^^hfi^P CR':f^^-^-it. ^mU^i^t^^O . 05~2kb^DN 

Ta qMa n':/n--r{i. ^M^^^r-^tr 1 5 ~ 3 0:^*@JK<^:*- U rf^ :^ 

m^'^^^tizx^. m^mtmmm<D^&mt<Dmmi)mmx^:ho 

[0 0 2 9] 

(11) 4 y^-r-m 

[J^JIT^ FFRET (fluorescence resonance energy transfer) "T'n — "/] h 

^.f^] {±. 3' M-^mu^i}^y'7y:rtimm^£W.mx:h^. 5' ^^j^iiiti/N* 

[0 0 3 0] 
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3' M^:^mmj:mm'i:m^-t^o ^(7)mM'kmm^KmMLXj:-yr^^ur 

^^^-f^) Xirho ^(Ob^^ y^y-ftF'S.'S.H'fu-'fb-bK FRET*/ 
[0 0 3 1] 

<Dh^. •eji9^|$;h.-rt^Tl/;V7°n-7lc^o/ittO-79>yy^FRET7'n 
v^-S 5' Mm^^i^t'f-yii^i^V^-:^iz2^^XFRET':fx2-':f^^hW^m^ 

ti^KB^ijm^^m^^^fziO. F RET y'u -y':^^^'^ ^myt^miyi&^^^o &.±<^m. 

StCiiJ, 0rm.(D^m-^^n^t^j:^ [ r-9-^^>;^ (science) J , 1993^, ^5 
109%, 778-783 ; [-^ • • • ^'^^ :j-n-:;?*;v • ^ ^ ;^ h - (Th 

e journal of biological chemistry) J , 1999^, ^30%, p. 21387-21394 ; 
RXf r^^^-V- • /^M^T^i^y av- (Nature biotechnology) J , 1999^, 
mi7%, p. 292-296] o 
[0 0 3 2] 

(12) MALD I— T OF/MS (Matrix assisted laser desorpt ion-t ime 
of fli^t/mass spectrometry) ^ 

MALD I-TOF/MS^«. m^^0'm(Dru}i^iznBLxm^j:^m.m^ 

n^^tyi:^m:^')^^^u:t^v^^mLx^<Dm^^m^u ^<r>m.m^^ 

Genome research) , 1997^, ||7%, p. 378-388J ; \B-U}£ti^ ■ -J^-^ 
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^ X h U — • y"9*'f J^-'T'f (European journal of clinical chemistry and cli 
nical biochemistry: journal of the forum of European clinical chemistry 

societies) J , 1997^, ^35^, p. 545-548] Tab^o MALDI-TOF/ 

MS^-efi. {±i:ie)tc#MBfi^^tfDNA©fM-=^pcRJii!iML. -eom^ #-M 

PCRT'^-f-^-ti. ^-MflSfi^-^tfl^jG. 05-0. 5 k bODNAifM-^^ii 
♦I-r^vtaexO. 1 5-3 0m*O:^-i; 1^:^^ Lv^o ^/i. 

:^ffii-;s.7t4e)<7)7^7>r-7-{i. ^M^^i^issi^Lfci 5-3 o-^m(D:tv^^^ 

[0 0 3 3] 

(13) TDI (Template-directed dye-terminator incorporation) 
TOmti. jt'f5^#M*^tfDNA»f>1r«:PCRT'iifii^-l^:fc^. 

Tijy'^ - ' ytT ' :^y7. - ^-^-f x -f <y K • > • :^":/ 

' y :^^) ij (Proceedings of the national academy of sciences of the Unite 
d States of America) J , 1997^, S94^, p. 10756-10761] -eab^o -/^-f 
DNA'>-^J^>"9— (ABIT^U XA377, T^-^-f hVsM ^t* v 

#MS|5fi=&'^trltjO. 0 5~ 1 k bODNA©fM-'S:iiiI'I-r^^c:*i><7). 15-3 0 

[0 0 3 4] 

(14) •=ew^j3.'7— • If— n> (Molecular beacons) ^ 

^l/^oL^- • M*j^t'ISI^WJ#^ (Quencher) h'^^V^ (Fluo 

rophore) fc^^- V ^^'^ if' 1^:^-^ Ktrab^o Xxi^^:$9':6«5 - 7:^*-e;v- 
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^-v: 19/ 



yftit:^^ 15-30 i^m'D v X x A ;V - T'^itT&^^^f t L o o T . ^^'f^ti^l 

^^^^-^^ [ r#-^^^ — • /^'f iJ' / nv— (Nature biotechnology) J 
, 1998^, mim, p. 49-53 ; J^lf [m^^B^S 2000^, m^m, p. 46-48] o 

*PCR-eliiIig$-^^tilc-^V^^9 - • e-r7>=^^jS?Stcv>tL-C. PGR 

^ 7*'; ij^-r xt? § -r> M^'t^-t^ a t ib^x- § ^ v^o ^ o:^?* x o *<5^#M 

[ 0 0. 3 5 1 

(15) y^i-^ y ^ • TU)V—:^^i^y y ^ • -zrw^-^—^^s y [Dy 

namic allele-specif ic hybridization (DASH) ] 

:J^-^u/hDNA (6 0~9 0J^*M) ^Vy^DNAif^hFCRXm^-t^ 

:a-T-i^>'nv?- (Nature biotechnology) J , 1998^, p. 87-88 ; 

Titfs^lS^J 2000^, mim, p. 47-48] "^^^o PCR|I-T#;. \£^^>it 
Lfzy^4^-m<D:^ V^>V (strand) ti. :^hU'fYr (streptavid 
in) -C^i-T-^ ^u^y( ^-^jLjUiZf^^-t^o ^iftKMLX. 

o C:<^>^t3 22^ilDNAtc#^6<»lc^'^L> mit^^-r^^itm^ (syber gree 
nl dye) =&-^«»)^* -<i-^o ^<7)t^. ^<7)^3l65^JS*m^ t^>6^^^14 (d 
enature) $-^^o i5^-<5^«y b DNA yn-rDNA:d^^^^tc;j=BM6^T'^ < 5 
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[0 0 3 6] 

( 1 6 ) Kn y ^ • yD-:7* (Padlock probe) 
V-r^Vv-f (Lizardi) hizX'DXm^^^f^':fj^ i "^^^ ' ^^^^-^ 
^ y^T. (Nature genetics) J , 1998^, 03^, p. 225-232 ; ISuXf Titfe^^S 

, 2000^, ^4^, p. 50-51] x^:ho —^^m.^-Yy ^ DN At3/N>f r^; 

-€-Of^T;v* "7:i-;:^:7T -tf [Calf intestinal alkaline phosphatase (C 

lAP) ] <Dwi>mmmx')ym^-^'^.^-r^o im^z^T.-^y^ii^^^m. 

AlcMLXy^^-^- (1) ^lStt-t> DNAJi^-U^^'-if'eltmLT^yV =3 
:^#S#^#^o covyi; 3>'lc^tT^>7''7-f^- (2) 'SriStfL. C<??2 
^^(O'f'y ^ -7--^—m^zU-^X D N A >K V ^ 7 — ift?RjS 2 :^$ID N A =Sr 
iiipSl-^o ■7°^-f-^- (1) fi. ^'-^^^'v hDNAh{i:lSM6^-e=fev^g|5^lcf^Bt 
L. (2) {i. mt^tCJ&o/iyn-r (/N-Knyi^ -^'n-^^Ipadl 

ock probe) (Di^U^ {^-Y^ YVi^A) hmmm^J^WM (3' 
^#M^^tf) icfSm-L. #-M*tttitc{i3' ^Sil<^— :^^em^-^/i7'7'<-7- 
^fflv^-?>o /N'Kn^y^j' • y^°n-nz:S:,j-LTn-i; • -9-^ (Rolling 
circle-reaction: RCA) ^3IC^L7t^^'<^^*- "Tv >^ K • n- U ^^J^— 
^;V'iiiiS^ (Hyperbranched rolling-circle ain)lif ication : HRCA) ^^ffl 

[0 0 3 7] 

(1 7) UCAN^ 

UCAN^fe [^:* v?S3t*^#tt*:-A^~>^ (http://ww.takara.co.jp) 
#M] {i. RNA^DNA;6^M1il;^'^e>^±$^/fMODNA-RNA-DNA7'^ 
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^v- (DRD-Z^-f 03' J^^ODNA'Ir'fb^^'fb^^i-riSi. DNA 
^ -7- tmMDN Ain^^^:ho D R D ^9 t^M^i^ 

RDT'y-f •T-i:i|MDNA;6^-e-0*I^T*v^yf-LTV>^v^:^-a-. o^Jj, SN 
P*^#lEi-^^§{±> RNT--t*H^^DRD-7°^^"v'-^-^if L=&v^<^)t?. DN 

[0 0 3 8] 

(18) DNAf-y T'XJiDNA-^-f ^nrV^ 

DNA^-y -/XtiDNA-^^i^nTV^ii. ^mM<^>#M^ii^-^tf DN AT' 

A*:^f9:^*^±T?'a-^LTV^< ^O^DNAf^^y^" 3*D N A^ -7 7°) i: 
$§-^t> **^;5?.^^_Ltcc DNA^^-iirTV^< ^(Tj^DNA^r-f nri/^ tlik^'t 
m^±.K'm^ OL\i^m ^it^'fu-'zrkt. ::i'DNA^y7'T-^tLtf 

^ ^mu^^'ktf2 om.mm.'^<D'^')^^^v:^^Ytmth<. cdna-^^t 

^urVy(XhM. 1 0 0- 1 5 0 0m*^EO22|s:^DNA:6«$ft Lv^o 
[0 0 3 9] 

(19) EGA (Electrochemical array) 

ECA^{i. DNA<^)2:*:M K^^ir y -iJ - om^'f 
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[ rr'^';x'f • -5^^ ^ b V- (Analytical chemistry) J , 2000^, 1172 
p. 1334-1341] -C^-So 
[0 0 4 0] 

^fihi^m^^ fir. m(o^i^i^0'm.^^^^ i> :^§tm-^m<Dfzit>Kmm-t^ c 

[0 0 4 1] 

[B] ^^m<Dnmijm 

[0 0 4 2] 
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•Maines) [iJl^^h ■/nhn-;vX y( y Y^i^au-J- .i?i;jL-Al 
, 2 (Current protocols in toxicology volume 1, 2) J , P 3 >"y -i ^) ^ ScV 
>Xtt (JohnWi ley & Sons. Inc.) , 2001^^, p. 1.0. 1-16.6.5 ; 5.0^60^^ 

^5^, p. 81-282] o 
[0 0 4 31 

[0 0 4 41 

[C] :$:^^<^-:$:mDNA 

m.mm'x\t^(omK'i'^mi^ir^^ c y p i a 2 st{Si^<^)-t >';^ii^ t < 

(1) Se^J#^lT'^^tt^m»@B5^Jt::i3lt^4 0 5#g t^M^-f ^J^^'Sr-^^ 

. -e<7)4 0 5#gtc^^i-;i,:^*/e>5X-e^;?>> i 5i^*J^JL-h3 oi^*mT<7)— 2^ 
%mnz'^^m\.fz'f'7^'^-sQ 7 w i i a) ] , 

(2) @fi?im-i-l-e^^tt;5>:^^SB^JH:felt^4 0 5#B tc^^f '5)J^S=Sr'^^ 
. 'e<^4 0 5#SlC^^-r'2>:^^^^^T-e^<i>> 1 5mSJ^±3 omM&rf(o—^ 
^DNA [$JtL<{i. SB^J#^1 6T*^$tt^J^S@B^iJ;JI-^^'2>-:*:|lDNA 

(■r'5;*)*)> ^MMS-ei^ffitf^y^'f -r-S 0 7mu t a n t) ] . 

(3) (1) ^L<(i (2) <^ffiffi$I-eab^> 1 5mSm-h3 0^SJilT<^-^ 
ilDNA 

:d^t>^j;&s^;&>«bM«^$tL;5,. 1 5m.mx±z oJ^nmr*^— =2^iIDNA-e^^o 

[0 0 4 51 
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Wc^mmiX. dNTP^ >;/i^y^ft^»Jg#0. 2mmo 1 /L> 
•^A^II-i^J^lmmo l/L^ P C R "/^^ -^--fe 0 . 3 m o 

:5it>*K0D-p 1 u s -m^mmo. o 2 un 1 1) rx/pcrbub^ 

#(9 4'C2^om^ 9 4X:i5^. 5 6^3 0^3?. SV3 Om^h^J^^h 

■^^ ^)\^^ 3 5-9--r i5^;Vffv^ Mt^6 1 . 5:55^) X-$)^o 
[0 0 4 6] 

2^l&§g<^)-:*:0DNA{±. 2^l&§g:^^fet3i3tt'i>. ^CYP 1 A2a<5i^^4 
:t.^y>(D8 7^^(Dm.m (ir^j:t>%. @B^J#-f- 1 -t^^^^jx^ ^^SB^J 1^:33 tt^ 

[0 0 4 7] 

immm] 
immm i ] 

< If - ^>^;i/:fcC Y P 1 A 2 S N P 

;^RNA^i^M^LT^ RT — PGR (Reverse t ranscr ipt i on-po lymer ase cha 
in reaction) X^. If- ^}l'itC Y P 1 A 2 c D NA<^^:$3'i^*Mfi^J trill 
5Et. iaj<^e-:r;i':^CYP 1 A2<7>SNP=S:^5eL/.:o 

[0 0 4 8] 

^> -C-tL-etLOfFM^^ffibTto iimm, ,#.^?t^;^-^/i|fflSJ: •JRNeasy Mini 
kit (QIAGENtt) '^Mv^-C'ftl^oyn h n-;i/tct^av\ > -^;VRNA=SrliIiRL 
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[0 0 4 9] 

miRLTt h-i5';VRNA=^ffli/^T^ 5 0 0 n g h - iJ' ;i'R N A 
^^tCj:oTRNA:6-<c> c DNA-^^^. RNA U PGR kit Ver. 1. 1 (^SJit^^^ 



25 mmol/L i^'fb'^ :t- v A 8.0ywL 
10 X RNA PCR^^*'y -7 7- 4.0/zL 

#10 mmol/L dNTP^ y^^X 4.0/uL 
40 U//zL RNT--tf|ffl#^J 1.0// L 

5 u/y«L m^m^mm 2.0 /^l 

2.5/imol/L ^>:$^A'/-7^v— (Random 9mer) 2.0ytzL 

RNT— l?-7';-|^B7K 21.0//L 

h - ^ ;VRNA 500.0 ng 

^ff 40.0yuL 



: SOVIO^, 55t:20^, 95*05^, 5'C555-^l-9--ri5';v] 

[0 0 5 0] 

Ir^^i: LTKOD-plus- (m#m±) ^ffiv^TP C R 'Irllii Lt^o ^ C 
YP 1 A2 cDNA^^m«SB^j^mfSfe-r^PCR7^^-r*7-i:L-C{±. "/^^ 
•7-SOl (SE^m-f-2) ^Stth'T'^'Y-^-AO i (@E^J#-i-3) O^^y T'^ 
^■v-S0 2 (@a^J#-i-4) :5.t>'-7^^^"7-A0 2 (B5^J#^5) 7" 
^-fT-S0 3 (@a^J#^6) RZf':f^^'^-AO 3 (ie^iJ#-^7) co-fey 
^(J^lC-i/^-l'-^-S 0 4 (iB^J#-^8) RZfy^^-r-AO 4: (Bfi^iJ#-^9) <D 
-fey hj&^^'fc^. t^4o(7)PCR':^^-f "^--fey h =lrffiv^/^o T'^^-^- 
ti. EasyOligos (y'o rf • v ^/N'>;^^#%fc) ^^^Lt^^o 
[0 0 5 1] 
P C RKJ^^m^^ickTK^-To 

KJ^m : 

10 X KODffiPCR^^ yyr- 3.0/uL 
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^2 mmol/L 



dNTP^ y 



S.O^L 
1.2/^L 

0.9;«L 

0.6/tiL 



25 nunol/L 



#10;<mol/L -i^-fy^-^-^y y 
1 Unit///L KOD-plus- 



10 pg - 200 ng 2^IIcDNA 



1.0//L 
20.3//L 
30.0//L 



[PCR^f&^# : 941C2^. (94'C15#% 55t:30#, 68t:i.5^) ^35-9- ;V, 6 
SnCl. 5^] 

[0 0 5 2] 

•T-'fe^y ^76^^{i7 9 8 b p tr^ . S 0 2:5.t;^A0 2 <7)-7°9 ^ "^--t ^ b:^^^ 
ii9 5 1 b p-e*>J9. S 0 3:S.O'^A0 3 <i0 7°7 "^--t hd>^{i5 5 1 b p t? 
3b'9> SO 4;R.t>'A 0 4 07^-7^^— -b '7 h:*>f>(i6 5 8 b pt^^ofco iflS^ 
tt/^#DNA®f>^■{±^ ExoSAP-IT (USBti) >Srfflv^r#KI<^yn h =r -;i/frctg&v>J» 
ML/co CYP 1 A2iti5T-<7)^#MSPfi^Iwi^i-^/::a6<7)m*ifi^iJ(7)-^^{i. 
j^^UfcDNAif>^r=^DNAv-'5r>-9— (ABI PRISM 377.1 T^^-r KV^^-f :t 

PCRT'^-Y-^-S 0 1> S02. S03. S04, AOl. AO 
2 . A 0 3 > RX/A 0 4 ^rMv^/Co 
[0 0 5 3] 

:j?:&-r^C:i:;&qiiW.$tLfcjtfK^^#M«r^lt^t tiej^vio *i5> 
*SB^!lO#-^«. e-i5'';l':>tC Y P 1 A 2 SfS^tcM-T ;i»f|!£^<7)m^Ba^J (Mole 
cular pharmacology, 1990^, ^38^, p. 644-651) (DMIUBO^m^ l^tir^h 

[0 0 5 4] 



tbliE#2 004-3058967 



^ mm 2003-152917 ^-i^ *. 27/ 





mm 










28 


A 


Me 


G 


A 


Val 


141 


T 


Pro 


C 


T 


Pro 


225 


C 


Ser 


T 


C 


Ser 


300 


G 


Leu 


C 


G 


Phe 


307 


A 


lie 


6 


A 


Val 


309 


T 


lie 


G 


T 


Val 


316 


A 


Ser 


6 


G 


Gly 


325 


A 


Met 


C 


A 


Leu 


328 


T 


Ser 


A 


T 


Thr 


363 


C 


Ala 


G 


G 


Ala 


364 


G 


Gly 


C 


C 


Arg 


492 


A 


Glu 


G 


A 


Glu 


538 


C 


Leu 


A 


C 


Met 


652 


T 


Ser 


A 


T 


Asn 


653 


C 


Ser 


A 


C 


Asn 


664 


T 


Leu 


G 


T 


Val 


738 


T 


Phe 


C 


T 


Phe 


795 


T 


Ser 


T 


T/A 


Arg 


831 


C 


Asn 


T 


T 


Asn 


982 


C 


Gin 


A 


A 


Lys 


1087 


c 


Arg 


C 


T 


*** : stop codan 


1102 


G 


Val 


G 


A 


Me 


1206 


C 


Gin 


C/G 


C 


Glu 


1262 


T 


Gly 


T/C 


T 


Gly 


1266 


G 


Ala 


G/A 


6 


Thr 


1269 


C 


Gly 


T 


C 


Gly 


1273 


A 


Thr 


G 


G 


Ala 


1421 


A 


Asn 


A 


G 


Arg 



[0 0 5 5] 

itLfb SNP<^4''e. #HgE^C YP 1A2^^^^<D 1 0 8 7#BO:^»:*^C 
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YP 1 A2itfS?-0 1 0 8 7#B<D:^^;65C75^ibT'^i:fiJfe-r'5) SNP^^Btc 

[0 0 5 6] 
[|lifeM2l 

<CYP 1 A2itfK^II4 J^^v:^c7)8 7§Bom»56^C^^ibT'^^em-r'5> S 
NP> 

[0 0 5 7] 

i-5&^*>. thCYPlAl (N C B I r ^J' -fe y V 3 ^ • : AF253322 

) . t: h CYP 1 A2 (NCR I TtJ'-b '7 V3 > • >^>'/^*- : AF253322) . 
XCYPlAl (NCBIT:5'-fe^7V'3>' : X01681) > '^'t/ X C Y P 

1A2 CB I T ^ t a > ' ± y^^- I X01682) . ^ybCYPlA2 ( 
NCB I TiJ'-fe^y ^^3 > • ±>^^- :K02246) > hCYP 1 A2 (NC 

Bir^-fe-yvsv - f-v^'^- :ko3241) (DJ^^y>RXJ^^ > bn><o:^§$^ 

CYP 1 ^T^ ';-<75^1 J^^V><^:^i^ii^8 3 0 b p-e^O. S2^^y 
><^:fe§${il^ii 2 0 b p-e^^> ^3 j:.^v>'<^>::*:|:$t±^8 9 b pt?^i), 
f^4^^yz^(Diz^^iimi 2 3 b p-e^«?. m5j:.^vy<o-x^^itms 6 b 

pT'^0. ^6^^V><^:'C§ $(i|^2 8 5 b p-e^o/io Cl(^1t^=S:l^i X.T 
[0 0 5 81 

ADNA{±. e-ir;V:^J; ^M^m'&mfXUm.l.fz^M^'EDT A 
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Ift m U/c^v' D N A =£r^Mt^ffl V^r S WO S N P =S:'^^-r ^ r y A D N All 

3 Jii^y >'i*iic-fc>'>;:^5"ioi<^7'7-r*7-s 0 5 (iB^J#-f-io) m^j^^v 
>mzry'f-tyy^':^m<7)-f9^^-A0 5 (@e^J#-^ii) i:mfLfzo -fy 

^ ^-JiEasy Oligos (T'n • i^^/N'^'l^^^tt) =Sr'^ffl tfco 
10 0 5 9] 
P C RRlS^^SrMTtc^t- o 

KfS^ : 

PCRRfD^tmA 8.7//L 
10 pg - 200 ng -Jr^y ADNA 2.0;uL 

mmi^ 19. 3 //L 

-a-lt SO.O^L 

[PCRRJS^# : 94''C2^, (94t:i5#, BO'CSO^, 68°C30|^'^) =l:35-^?-^ ^ 68 
•Cl.S^^] 

[0 0 6 0] 

PCR<^I§:^. S 0 5:5lt^AO 5<^'/^'r'V— b-y htr J: l)iiipg.$tt^DNA 
8ff>T-c7):^i${il 3 8 0 b p-e^o/io iiiliM$tLfv:DNA©fM-{i> ExoSAP-IT (U 
SBtt) «rfflv>-r#I5iO-/n b=r-;victJ£v^3tt^tf^o C Y P 1 A 2 atf5?-<^#-M 
SB{i=lr|WI^-r*fcie)Oi^*SB^J0^5fe{±. ;»®iL/v:DNA®fM-*DNAv-'>-:^ 
•9-- (ABI PRISM 377 '.T'f'y^ hvt^ ^a- v;^^^^^!:) ^rfflv^r^^^t^ i 
;^b/;o v-i5^^>;^^»^/fi::fflv^fcr9'f7-^ tT> PCRy9^"7-S0 5 
, A0 5. S06 (Se^m-^12) . S.tJ^A0 6 (ifi5^j#-f- 1 3 ) ^rfflv^/io 
[0 0 6 1] 
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CYP 1 A2 cDNAm.mfmRxmmMm^!^<D-(>yu>(Dmmizii^ g 

CYP 1 A2 ADNAlC:feit'&ll3 >^ V, ^4a:.^V^'. S.t>'ll4^ 

v^T> 6 3#g~3 1 8*S^^^3 ^ >' hn>-e^)f)> 319#@~4 4 2#B 
;6?||4 J:.^V>T-^>t). 4 4 3f|g~l 3 3 S^E'^^m4 ^ > YuyXi^^t^ 

iik±.<D^mX^. @a<lSNP{i. CYP 1 A2stfS^<?)|l4 J^^y ^'S 7#g 
<;):^*iCi3lt^C>i-^T^<^ttm-eib^-^^^^*(I0>^t/v:o 
[0 0 6 2] 
[^ife^ 3 ] 

<ASP-PCR^*t::J;'5>SNP^m> 

^mmmxii. i^iTi'^-t^mi^^ijt^ c y p i a 2 aj:-^v> 

J^+O'^yADNA^^glL. ASP-PCRSrUMf^, T:*'n-;:^r;vm^^ 
Klv'N-^-^ir J;oTSNP<^^^=lrflJ^bfCo ~~ 
[0 0 6 3] 

ttffi tTtyy ADNA=lri|fMt*fflV/>TDNAsK'; ^ ^--If^^i: LTKOD-plus 
- (M^m±) ^fflv^-CP CR=^^ifeL/co T V^l'^Mfi^t^RjSi-^PCRy"^ 
^T-'b-y h ^ LTti. r7^^-S0 7wi Id (@a^J#-f-14) 
T-A0 7 (Sfi^M-^l 5) Jfemc7'^^'7-S 0 7mu t a n t ( 

@5^im-^16) :5.5O'"/7'<*^~A0 7 0-lr'7 bO. 2 P C R ^9 >f -^--t 

#•^1 6-e^$n;i>m*iS^JtCi3lt^ 1 9l=g (T) 7{)«@65SNP=l:^.m-r^® 
mx^^o -f^^-^-it. EasyOligos (T'n V rf • >?^/n->;^#1±) «r^^ffl 

[0 0 6 4] 
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^ #^2 0 0 3 



1 5 2 9 1 7 



^-v : 31/ 



p c R;s:s^#*J^Ttc:^-ro 

10 pg - 200 ng ADNA 



8.7//L 

l.OytzL 

20. 3// L 



30.0/zL 



[PCRRlS^fr : 94X:259^, (94*015^^% 59t)30#% 68*C30#) ^35^4 68 

■ci.s^] 

[0 0 6 5] 

PCRO^:^. nm^MzDNAmh-(7):k^^it. so? wl l d:2^0^^AO 

7 7"7-r*T--fe^y ifetJ^lCS 0 7 mu t a n tRZJ^AO Tfyyf-r-^y h 
•fy-h\t\^^-rM 3 6 5 b pT'^ofCo rifu-7.Y}VmMMMi<r>m^. CYP 1 
A2a'fS^O||4:ni^y > 8 7#g<7):^»^X:!&^^T-^i:^M-r^ SNP tcisv^ 
T> CT V;V^s^'=e-e^oJ#'^t±. so 7 wi l d25.0^A O 7 T'^^^-'fe';' 
>-ecO<^. DNA^>^-;65jtill:^tLfc:o MT V^v^t^t" nT^o^-^Ji^ 8 0 7 
w i 1 d^^XfA 0 7'/^^-T--t^y ^feO^lcS 0 7 mu t a n fBiXfAO 7 
7'9'f^--fe'y ^^0V^-ftt^C:fev^T^5. DN AlffJt^^^ii'liS^ ttfco T T l/^l^^lr ^i^ 
■^E-e^oJ^-g-ii, so 7 m\x t din tmfAO T:r^^^'-'^y y^<^^^ D 
NA|ffJt:6^^1ii|»I$tt7!io 

[0 0 6 6] 

< ^ h 5/ - j:. J: S N P 

J^Tt3^-r^JlRl-tJfe-:?-C. CYP 1 A2^1S^^<^II4 

8 7#Bc7)m*:^^X/?>-f>T-^^S^i-^SNP^^ffli-^fcie>, if-^^;v:^ajfiL 

T S N P <^^^ **lJ$e L-^vTo 
[0 0 6 7] 
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^ mm2 0 0 3- 1 5 2 9 1 7 ^ V : 32/ 

JftffiL/cry ADNA^ilMl^ffl^^TDNA^V^ LTKOD-plus 

-SO 5:S.t>V7-<*7-A 0 l-b^^v bcoPCR7'7^*7-"t y h=S:fflv*/io "/ 

9 ^ -T-tiEasy Oligos (t'd U rJ" • v>/^*>'^^#^±) ^'l^ffl \.fZo 

[0 0 6 8] 
P C R;K)S^#^mTtw^i-o 

RjSm : 

PCRR^&^?^A . 8.7;/L 

10 pg - 200 ng '^VADNA l.O/^L 

MMzlc 2SLl4d. 

^tl- 30.0;.L 

[PCRRJS#f1^ : 2 t IWl;^] 

[0 0 6 91 

pcR<^^*^ n^^^fzv>^Kmy\(r>-x%^\t. s o 5:s.t>'Ao 7 7°^-fv 

5 2 b p'C*)o/io iii|iM§*t;AcDN ABf>T-ti. ExoSAP-IT (USB 
1±) =Srfflv^T#Bi(7)7'n > n-;virtJ&v^Jiti4Lf^o C YP 1 A2st^i^O#^M 

^ IW| ^i" a6 <7) J^*@S^iJ <7)^^(i. f»mL7tDNAif>T-=^DNAv-'>-> 

■9— (ABi PRISM 377 : ry'^-f K^nm 4- v;^-rAXt±) ■^m^^X'^^\z.x,^m 

^ft/co ->-i^J^>';^M*ftcfflv^;^::7'7-r-7-i:LT> P C R-/^ S 0 8 
(IB^J#-f-l 7) ^S.O'AO 8 (SB^J#-^1 8) -^m^^fzo 
[0 0 7 0] 

-eolt^, 19 CYP 1 A2it<E^<^)|l4J:.^V>8 7# 

i<7):^»;6«C:$^P>T^i:em-t^SNPOJ^IIS5^J=S:|SI^b/Co CTU)]/^^^^ 

[0 0 7 1] 
[^»J5] 
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33/ 



mm 3 4 (D^m^^um Ltzo 

65^J<^CYP1A2 itfST-^ 4 J:.^ V >0 8 7 omS;&^C 
10 0 7 2] 

[^2] 













C/C 


CA 


TA 




65199 


25 


29 


11 


(0.38) 


(0.45) 


(0.17) 



[0 0 7 3] 



m2 l3i3V>T. CYP 1 A2it<S?-C0||4a^^V>O8 7#@^^X-e^^ai'fS 
i=-^4^*T'^t- rC/CJ . HulBg|5^^^'Tt?^;i>itfs^«:*^'eWi-'i> 

mi-;5>o ^2 C/^C;&52 5M (3 8%) I) . 0/7^*2 9 

m (4 5%) -eab^9^ T/T>6n 1 '^J ( 1 7%) "e^o/io Tl/;vMJ^f±> CT 
V;i/;&^0. 6 1t?^l9> TT1^;V:6^0. 3 9^^)0/^0 
[0 0 7 4] 

mmme] 

-7-^^;veVK [2, 3-D] ei;^i?>'-2 (IH) -Jj-:^ (Bl^'&iiWO 
97/19078-^/^°> "7 hX}i#fP^3110765-^^iB#<^IIWJ 7 #HS ; J[y.T> it 
^mAt^^-r^) it. lf-iJ^;V::»tlCi3V>T. MM- 1 :^^^MM- 5 * t?0 5S0 

0-ffi^i^ftl»RSlc<t^^fiK%^:#x.'btLTV>^o -gr (Miyashita) hii. 
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^ #M 2 0 0 3- 1 5 2 9 1 7 ^ : 34/ 

^r^^.i.°X^-^^J , (0:$:) , 2002:^, 20PE-46] o 
[0 0 7 5] 

•lifC'ffc'^^A^^TgL^^P^-^ (0. 3mg/kg) 0. 2 5. 0. 5. 1 

. 0. 2. 0. 4. 0. Rxjf^s. omm^ki^n^SL^rmmLfzo ssa.m^u-Wii^ti^ 

[0 0 7 6] 

55; 9 A : COSMOSIL 5PE-MS waters 4.6 (i.d.) x 250 mm 

ijy^U^ :40V 

^■mm : Ati^ ; 50 mmol/U^m : T-fe h ^ > >; ;v = 80 : 20 

: B?^ ; 50 mmoi/Lim : T-fe h ^ h ;!/ = 20 : 80 

I 1.0 mL/min 
m^^m : m^^mZO nm, ^^?&«400 nm 

[0 0 7 7] 

[^3] 





0 


18 


30 


47 


47.01 


55(f?±) 




90 


90 


50 


50 


90 


90 




10 


10 


50 


50 


10 


10 



[0 0 7 8] 

^ Cl^lii: ym-2-i)^^i-mm'^^h^^ ^ (IM) 'Sr5«ai. MM- 1 

2sitmM-5 56^±'fti&t?-e^;2)-r^ (iiM) ^^mm^^^fzo i\:^mAWixmm 
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[0 0 7 9] 

^tlifr^J^^^•7^-^t?*>&*l^JfiLm4'^imPMNFr^ (Tmax) . SUSJflL^ 

^«JK (cmax) . m}^R±nmt-v(7yik^mmTmm (auc i nf) > 

lFjflL4"^i^ (Tl/2) ^^mLfzo ^^^m4K^-to 
10 0 8 0] 
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1 1 
LO 
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4.1 
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[0 0 8 1] 



j§-e^i9. AUG i n f •C{±IIMtilM<^9. 7f&-C2bofCo Jiy.±J: > IMif^ 
t 5 tcis tt -S) C Y P 1 A 2 3tf£^<7)|^ 4J:^^y>87#S 
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: 37/ 



cuf^t^T-^t mm-t ^ s N p mi^'¥-mm<7)^M. e m^(d if - i5^;v:«t(i c / c it 

[0 0 8 2] 

:*:||^lw^v>r{i. -f ^CYP 1 A2atig?-0^4^^V> 8 7#S<^m*;6^ 
C;6>«bT-\i:g|fei-;2>SNP«:J.v^mLfCo C<^SNPtCj:J)CYPlA2^> 

T/Tmf5i^M*Wi--?)^^-e(iC YP 1 A 2 ^J' >^^i^M-^^^ML^j:^^tiib. C 
/CJSf^T-MXfiC/^TitfS-f-M^^i-^^^ i:Jt^t-r. CYP 1 A2-e'ftm 

A<7)#:i*iI|j,#,7i»^ibfiEBJ$tLTv^;2>o tfc. :$:|&HJir*5V^T{i. C<5DSNP=l:m^ 
tc;^mi-'5>:^^i: LTA S P - P C R^S.tK^S^'l' Y - i7 :^^^m.-SLV 

tic J: i) r \y)l^mm^m^7b^zLfZo 
[0 0 8 31 

:2|s:|&§g-e^^;&HCbfc<t ^ IC, >f ^ CYP 1 A2 tC{±^4^^V^8 7#glc 
;^ h ^yT'n K>'^^D;SSNP;6q¥:^L. ^1 5 S N P 'SrJ^^'e 

^LTV^^o Cl^^JSNPti^fb^A-^^iexbtL/ii^tC. CYP 1 A2-e'ftifr$ 

YP 1 A2T•'ft;»$^^^^i'^^c^i, mmiWBLXfm'mm\z^'^^x%^%fiim^ 

«ttM-^0^:tetC:5fe55!:-^. ^^ffl^tL^IS^OC YP 1 A 2 c^^^tf^^S^iff^Si^tc 
[0 0 8 4] 
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^ mm 2003-152917 ^ V : 38/ 

<110> Yamanouchi Pharmaceutical Co., Ltd. 

<120> Canine CYP1A2 genetic polymorphism 

<130> YAM033273P 

<160> 18 

<170> Patentin version 3. 1 

<210> 1 
<211> 1380 
<212> DNA 

<213> Canis familiar is 

<220> 

<223> Inventor: Tenmizu, Daisuke; Fukunaga, Yasuhisa; Noguchi, Kiyoshi 
<400> 1 

ctggagtctt atgtaccttg tggcaaaccc tgagatacag agaaagatcc agaaggagtt 60 
^tatgcgg tagagatgca caagctaaga gaagcttgag atccccaggt tctttgttca 120 
atgacatata gctgttgtgt gcctaccatg tgtaagccct gggcatacac tggtgcccac 180 
ccttgcctag aacatgctgg ggta^gtgg ttact^cc ttagatatat aacagacagt 240 
actatgtaat aggggactta gataccatga agcagtcggg gcagccctaa gcccggtttg 300 
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^-v: 39/ 



gtcttctgtg ttctgcagac acggtgattg gcagggcacg gcagcctcgc ctctctgaca 
ggccccagct gcccttaatg ga^ccttca tcctggagat cttctgacac acctccttta 
tccccttcac catcccccac aggtaaggcc tgcttcttct gccttgccac ctttgtagcc 
ttcaccatgt ttcttcctcc catcttctca gccctggatc tggctcagac ctcggcctct 
cacttctggc cacgtcacca agttcccctc agcctcttgg ctgccgacaa ccaatccaac 
catgatcaaa ctacccagct ttca^agaa s^tcacactg ctgatctcag ctctcattca 
cctctgctca cattcctttc ctgcaagtac tctcaatcca cccgggctgg cctcgctgta 
cctccccagc atgatgcggt caacctccaa ttttgcttat gctggacctt ctgcctggaa 
tgccttttaa cctcttctcc caccacctga atcttaccct tgcccaaggt caatcctgac 
acaaacttcc ccttcactat caggctttct tgactcatcc agct^caca gcttcattct 
ctgatgtatt gta^cttt cagccatttg tccttgatca tgtcct^c ttttaacaac 
atcaagagac ttagtgaaca tttactctta cccatatgtt ggtctattta ttcccagagt 
agaaggtctg actcctcagt ca^ctggga actacccagg gatactccag actgccagtt 
tcttggcttc agaggatggc gaagtgcaca gctggacaca aacaaaggtt tagtgaacac 



360 
420 
480 
540 
600 
660 
720 
780 
840 
900 
960 
1020 
1080 
1140 
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ttgctgaagt tgaagaacag aagctgagga agaggaagga tagtttcacc ccttccgtgc 1200 



tcctgatagt ccctcccagt gtaggacata gagactgtgg gggacaagct attggggtgg 1260 
aagaaggagc aagtagatcc cagagacaca ccccagtgtt cctgccctga gcctgacaga 1320 
gccctcttcc ctcctcagca caacaaagga cacaacctta aagggcttct acatccccaa 1380 



<210> 2 

<211> 20 

<212> DMA 

<213> Canis familiaris 

<400> 2 

cctccaccat cttctgcttg 

<210> 3 

<211> 20 

<212> DNA 

<213> Canis familiaris 

<400> 3 

atgtcctgga cactgcgctc 

<210> 4 

<211> 20 
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^--y : 41/ 



<212> DNA 



<213> Canis familiaris 



<400> 4 



tccccctcct aatgagctcc 



20 



<210> 5 

<211> 20 

<212> DNA 

<213> Canis familiaris 

<400> 5 

gaggccatgg gtgatccttc 20 

<210> 6 

<211> 20 

<212> DNA 

<213> Canis familiaris 



<400> 6 



cctccaccat cttctgcttg 



20 



<210> 7 



<211> 20 



<212> DNA 



<213> Canis familiaris 
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<400> 7 



caatgacatt ggccactgac 



20 



<210> 8 

<211> 20 

<212> DMA 

<213> Canis familiaris 

<400> 8 

ttt^^ccg gatttgacac 20 

<210> 9 

<211> 20 

<212> DNA 

<213> Canis familiaris 



<210> 10 

<211> 18 

<212> DNA 

<213> Canis familiaris 

<400> 10 



<400> 9 



gaggccatgg gtgatccttc 



20 
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ctggagtctt atgtacct 



18 



<210> 11 

<211> 18 

<212> DNA 

<213> Canis familiaris 

<400> 11 

ccactggttt atgaagac 18 

<210> 12 

<211> 19 

<212> DNA 

<213> Canis familiaris 



<210> 13 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 13 

acgacacccc ctaccacttc 20 



<400> 12 



tgcccttaat ggaggcctt 



19 
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<210> 14 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 14 

ttcatcctgg agatcttccg 

<210> 15 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 15 

aattggaggt tgaccgcatc 

<210> 16 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 16 

ttcatcctgg agatcttctg 



<210> 17 
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<211> 20 



<212> DNA 



<213> Canis familiaris 



<400> 17 



cccggtttgg tcttctgtgt 



20 



<210> 18 
<211> 20 
<212> DNA 

<213> Canis familiaris 
<400> 18 

tgacgtggcc agaagtgaga 20 

mil 

K [2, 3-D] e';^>^>-2 (iH) -^>R-c^jtm!^<7)m.m^mmmm^ 

[IS 2] 

K [2, 3-D] e';5>^>-2 (iH) -:^>RTfitmm<D5ssLmi^mmmm^ 
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0.0 



2.5 



— T — 

5.0 



7.5 



il$ (hr) 






MM-1 




MM-2 




MM-3 




MM-4 




MM-5 


— □— 





2.5 5.0 
m (hr) 



I I 

7.5 



aj|iE# 2004-3058967 



^ #M2 0 0 3 - 1 5 2 9 1 7 ^ ^-v : 



mm] 

Mm-:^mx-ii. ^ d n A^^n. 5? c y p i a 2 itfs 



mSE# 2004-3058967 



#M2 0 0 3 - 1 5 2 9 1 7 ^-v* 



#l^^mM<0#-^ i|^M2003-152917 

50300895990 

^^'t ^SiHS±j3^ 0 0 9 4 

^-^^B ¥^15# 6^100 

i^HiB] ^ms^ 5M29B 
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^-v: i/E 

003-152917 

m m X m m m ^ 



lifeS!Jl=# [000006677] 
1 . ^M¥^ B 1990^ 8>giOH 

ft Wf mMi|54»5^EH:$:^2^Wr2Tg 3#1 1-^ 
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